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BOC KY HU'ONG DAN SU DUNG TRU'O'C KHI DUNG.,
Tiém truyen tinh mach (tttm)

THANH PHAN CONG THU'C THUOC

Thanh phan heat chat:

Eculizumab |2 mbt khang thé don déong nhan hoa (IgG2/Mx) dugc san xuat trang déng
té bao NSO béng cong nghé DNA tai t& hop

Mot fa 30 ml chira 300 mg eculizumab (10 mg/ mL).
Sau khi pha lodng, ndng d5 cia dung dich truyén 14 5 mg/ mL.

Thénh phén ta dvoc:

Sodium phosphate monobasic, Sodium phosphate dibasic, Scdium chloride,
FPolysorbate 80 va nuwée pha tigm

DANG BAO CHE

Dung dich dam déc dé& pha tiém truyén. Soliris 300 mg/ 30 mL (10 mg/ mL) dudi dang
dung dich trong sudt, khéng mau, dyng trong lo don ligu.

CHI BINH
Tidu huyét sdc td kich phéat vé dém (PNH)

Soliris duec chi dinh dé didu tri cho bénh nhan bj tibu huyét sic té kich phat vé dém
(PNH} d& gidm tan huyét.

H&i chirng tan huyét tang uré huyét khéng dién hinh (aHUS)

Saliris duwrge chi dinh d& didu tri cho bénh nhan b hai chirng tan huyét ting uré huyét
khéng dién hinh (aHUS) @& irc ché bénh huyét khai vi mach qua trung gian bé thé,

Gid han s dung

Soliris khéng duge chi dinh dé didu tri cho bénh nhan mac hdi chimg tan huyét tang
uré huyet lién guan den nhiém doc to Shiga E. coll (STEC-HUS).



https://trungtamthuoc.com/

Bénh nhwoe cor toan than (gMG)

Soliris dugre chi dinh d& diéu trj nhwoc co toan than (gMG) & bénh nhan nguwdi lom
diwrorng finh véi khang thé khang thu thé acetylcholine (AchR).

Roi loan pho viém tuy thi than kinh (NMOSD)

Soliris dwore chi dinh d& diéu tri rdi loan phé viém tiy thi than kinh (NMOSD) & bénh
nhén ngu'di lén duong tinh véi khang thé khang aguaporin-4 (AQP4).

CACH DUNG, LIEU DUNG
Khuyén cae tiém ching va dw phéng

Bénh nhan phai dugc tiém ching theo hwéng dan tiém ching qube gia higén hanh v
st dung vac-xin @& gidm nguy co nhiém triang nghigm trong [xem Canh bao va than
frong khi diing thudc).

Dang khang sinh trong vong hai tudn d& dy phong cho bénh nhan néu phai bat dau
dieu tri bing Soliris ngay lap tirc va vac-xin duwge tiém dwdi hai tuan trrére khi bat dau
diéu tri blng Soliris,

Phac do ligu lwong khuyén céo - PNH

Bdi viri bénh nhan tie 18 tudi trd 18n, lidu trinh Soliris bao gbm:
« B00 mg mdi tuan trong 4 tuan diu tién, sau do
« 000 mg cho lidu thir nam 1 tudn sau g
s D00 mg méi 2 tuan sau do.

Diing Soliris vao cac theri diém theo phac d6 lidu dwec khuyén cao hoac trong vong hai
ngay ké tir cac thei dém nay [xem Cénh bao vé than trong khi dung thudc).

Phac do liéu leong khuyén cao - aHUS

£6i véi bénh nhan tie 18 tudi trd 1&n, liéu trinh Soliris bao gom:
« 900 mg m&i tudn trong 4 tudn diu tign, sau dé
« 1200 mg cho liéu thir ndm 1 tudn sau do
o 1200 mg mBi 2 tuan sau ds,

Déi v&i bénh nhan dwdi 18 tudi, dung Soliris dwa trén trong Iweng co thé, theo
lich trinh sau day (Bang 1):

Bang 1: Khuyén cao vé lidu lrgrng & bénh nhan aHUS duwrdi 18 tudi

Trong lwong cor thé

|
bénh nhén Ligu khéri ddu | Ligu duy tri

1200 mag & tudn thir 5,

40 kg trer 18 00 M0 tudn x 4 lie - |
g " PR VR R sau 36 1200 mg moi 2 tuan
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' 900 my & tun thir 3:
sau 36 500 mg mAi 2 tuan

30 kg déndudi a0 kg = 600 mg maitudn x 2 lidu

_ 600 mg & tulin thir 3;
20 kg dén dui30kg | B00 mg mi tudn x 2 fiky ‘ SRS
sau 45 600 mg moi 2 tuan

300 myg & tuan thir 2;

10 kg dén dudi 20 k 500 Bi tudn x 1 lid
kg den dudi 20 kg i s sau 46 300 mg mdi 2 tuan

300 mg & tuén thir 2;

5 kg dén dirdd 10 k 300 mg mSi tuan = 1 is 5 :
g g e R sau 46 300 mg mBi 3 hukn

Ding Saliris vao cac thévi diém theo phac db lidu lrong dwoc khuyén cao hodc trong
vong hai ngay ke tir cac thoi digm nay.
Phac db liéu lweng khuyén cao - gMG va NMOSD

B16i v&i bEnh nhén ngurr 1&n bi nhwge co toan than hodc rdi loan phd viém tuy thi than
kinh, li&u trinh didu tri béng Solirs bao gom:

s 000 mg mai tudn trong 4 tudn dau tign, sau do
= 1200 mg cho lidu thiy nam 1 tudn sau do

« 1200 mg mBi 2 tudn sau do.

Ding Soliris vao cac thed diém theo phac dé lidu Iirgng duge khuyén cao hodc trong
viing hai ngay ké tir cac thed diém nay.

Biéu chinh lidu lwgrng trong trrdmg hop loc huyét twong, thay huyét twong hodc
truyén huyét twong tuwoi déng lanh

Béi véi bénh nhan ngui In va tré em bi aHUS, va b&nh nhan nguwdi 1én bj gMG hodc

NMOSD, can dung liéu bd sung Saliris néu diéu tri déng thai loc huyét trong hoac thay
huyat tuang, hodc truyén huyét tieeng twot déng lanh (PE/PI) (Bang 2).

Bang 2: Liéu bd sung cua 3oliris sau khi PE/PI

s : L..l. 5 I. . b z
Ligu phap can thigp | Liku Solirs ghn 'Z:ﬂ :_:;’I a“";:““ Thisi didm diing lidu
huyét twon nhit Soliris bo sun

y 9 thiép huyét twerng s e
300 mg cho mdi 1an
300 mg loc hodc thay huyat
Ti wing 60 phi
Lot huyét tueng hodc | tworng mngﬁ :‘ig P E’r
Hery hrot i : sau mai lan loc hodc
2600 mg ipc hode thay huyét
fLrong
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I T ] i 1L
300 mg cho méilan | €0 phit frudc mdd lan
=300 mg truyén huyét tuong truyén huyét trong
i dong lanh el Jong lanh

Truyen huyét tong
| ol déng lanh

Chudn bj
Pha lodng Soliris dén niing dd cudi cling G truy@n & 5 mg/ mL theo cac budc sau:;
s Rt lreeng Saliris cén thigt tr 1o vao bom tigm vo tring.
» Tigm dung dich thudc theo lléu Khuyén cao vao tui dich truyén.

» Pha loang Soliris dén néng d6 cudi cung la 5 mg/ mL bang cach thém mdt
legng thich hop (thé tich dung dich pha lofing bing véi thé tich thude) dich
truyén Natrl clond 0,9%, Natrl clorid 0,45%, Dextrose 5%, hodc dich truyén
Ringer vao tdi dich truyén.

Thé tich dung dich Saliris 5 muy/ mL sau khi pha |a 80 mL cha liéu 300 mg, 120 mL cho
liéu 600 myg, 180 mL cho liéu 800 mg hodc 240 mL cho liéu 1200 mg (Bang 3).

Bang 3: Chuén bi va hoan nguyén dung dich Soliris

Liéu Soliris Thé tich cin pha lodng Thé tich cudi cing
300 mg I 30 mL | &0 mL
600 mg 60 mL | 120 mL
900 mg | 90 mlL | 180 mL
1200 mg 120 mL | 240 mL

MWhe nhang dao nguwoc tii dich truyén cé chira dung dich Soliris d3 pha dé dam bdo
trdn ki san pham va dung dich pha lodng. Bd phén cdn lai trong lo khéng s dung vi
san phém khéng chira chat bdo quan.

Trwdre khi tiém, dung dich truyén phai duoe digu chinh vé& nhiét dd phang [18°-25°C].
Khdong duge lam nong dung dich tru:,rén trong |6 vi sdng hodc véi bat ki ngudn nhiét
nao ngoai nhigt dd khong khi xung guanh.

Céc sén pham ding dwéng tiém phai dwoe kidm tra bang mét thuéng dé phat hién cac
phén fF va s d6i mau trudre khi dang, vén bat ky dung dich va hép dyng nao ¢cho phep.

Cach dang
Chi diing dwéi dang truyén tinh mach.
Khdng ding dudi dang tiém finh mach nhanh hodc fiem bolus.

Si¥ dung dung dich Soliris 43 pha bing cach truyén tinh mach trong hon 35 phit &
ngLreri 16m va trong vong 1 dén 4 gidr & bénh nhan nhi qua tai cho &n co trong lyc, bom
tigm xi-lanh hodc bom truyén. Dung dich Soliris 43 pha &n dinh trong 24 giér & 2°- 8°C
va o nhiét dd phong.
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Néu phan Gmg ngoai y xdy ra trong khi ding Soliris, viéc truyén co theé cham lai hodic
ngirng theo quyét dinh cla bac sT. Néu truyén cham hon, tdng thavi gian truyén khong
duwoc qué hai gidr & ngudri Ién. Theo déi bénh nhan trong it nhat mot gicr sau khi truyén
xong vé cac dau higu hodc frigu chitng cla phan tng lién quan dén Hém truyén,

Sie dung cho tré em

Tinh an toan va hiéu qua cla Solins frong diéu tri PNH, gMG hadc NMOSD & bénh nhi
chira dirgre thiét lap.

Tinh an toan va hiéu qua cla Soliris trong didu trj aHUS 43 duoc thiét l8p & céc bénh
nhi. Str dung Soliris ¢ bénh nhan nhi cho chi dinh nay duoc ho tree béi bang chirng tir
bén nghién cdu ldm séng day dd va kidm sodat t&t, danh gid tinh an todn va hidu qué
clia Soliris trong didu tri aHUS. Cac nghign clru bao gbm tdng céng 47 bé&nh nhi (tir 2
thang den 17 tudi). Tinh an todn va hiéu cua cia Solirs trong dieu trj aHUS twong ty &
bé&nh nhan tré em va ngudri Ién [xem Tée dung khdng mong mudn cta thube va Nghign
curu lam sang).

Tiédm ching d& phéng ngla nhiém tring do Neisseria meningitidis, Streptococcus
prieumoniag va Haemophilus influenzae typ b (Hib) theo hudng din qubc gia [xem
Cénh béo va thén trong ki ding thude].

Sir dyung & nguwdri cao tudi

MNam muwoi mot b&nh nhan tir 65 tudi trée 1Bn (15 véri PNH, 4 vii aHUS, 26 vai gMG va
6 viri NMOSD) g3 dwrgre didu trj bang Soliris trong cac thr nghiém 18m sang viri céac chi
dinh duwge phé duyét. Méc di khéng co s khac biét lién quan dén tudi dwoc quan sat
rd rang trong cac nghién clu nay, sé Ivong bénh nhan tir 65 tudi trér 18n khdng do dé
xac dinh lidu ho co dap rng khac v cac bénh nhan tré tudi hay khéng.

CHONG CHI BINH
Soliris ching chi dinh dai véi:

« Bénh nhan bi nhiém Neissaria meningitidis nghiém trong chwra didgu tri khai
[xem Canh bao va than frong khi ding thudc).

= Bénh nhan hién khéng deoc ching nglra Neisseria meningitidis, trir khi nguy
o tri hodn didu tri bang Solirs Iém hon nguy co phat tién nhiém rang ndo
méi ciu [xem Canh bao va thiin trong khi ding thude).

CANH BAO VA THAN TRONG KHI DUNG THUOGC
Truy ®udt ngudn gdc

D4 cai thién kha niing truy xult ngudn gbe cla cdc sdn phim thude sinh hoc, 1en va 86
I& clia san pham sU dung can dugre ghi lai rd rang.
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Soliris duwgrc cho la khang dnh hwdng dén thanh phén bt san gay thiéu mau & bénh
nhan PNH.

Nhiém n@o md ciu nghidm trong

Nauy co va Phong nglra

Nhigm tring ndc md cau de doa tinh mang va t vong da xdy ra & nhirng bénh nhan
durgre didu tri bang Solinis. Vigc sir dyng Soliris lam tang tinh nhay cdm cia bénh nhén
vori nhiém trung ndo mé cau nghiém trong (nhiém trung mauw val hodc viém mang nio).
Soliris ¢ lién guan dén nguy co méc bénh ndo md cAu gép khodng 2.000 Ian so vii ty
|& chung hang ndm cia dan sd Hoa Ky (0,14 trén 100.000 dan vao ndm 2015).

Tiém vae-xin phang bénh ndo md cau theo hwdng din gube gia hign hanh cho bénh
nhén thiéu hyt ba thé. Tiém ching lai cho b&nh nhan theo cac khuyén céo hudng dan
qudc gia, frén co s& xem xét théi gian dieu tri bang Saliris.

Ti&m chiing cho bénh nhan khéng co tiégn st tém ching ndo md cau it nhat 2 tuan
trpre khi tiém liéu Solins dau 6&n. Néu liéu phap Solirs khin cép dugre chi dinh & bénh
nhén chira duge tiém ching, hdy cho iém (cac) vac-xin viém mang ndo md céu cang
s&m cang tot va cho bénh nhin ding thudc kha ng sinh dy phong hai tudn

Trong cée nghigén ciu ldm sang tien ciru, 75/100 bénh nhan méac aHUS duge didu tn
béng Soliris durdd 2 tudn sau khi tiém nglra ndo md clu va 64 trong s6 75 bénh nhan
nay duwoc ding khang sinh dy phéng cho dén it nhat 2 tudn sau khi tiém ngira nao mo
chu. Lgri Ich va rii ro cda viec dy phing bang khang sinh dé& phang nglra nhiém tring
nao md ciu & bénh nhan ding Solirs chua dwoc thiét lap

Tiém ching lam giam, nhwng khéng loai bd, nguy co nhiém tring ndc md cau. Trong
cac nghién clru 1am sang, 2 trong 56 196 bénh nhan PNH bi nhiém tring ndo mé cau
nghiém trong trong khi dure didu trj bang Soliris; ca hai déu 63 dugre tiém ching [xem
Tac dung khong mong mudn cua thudc), Trong cac nghién clru 1am sang & bénh nhan
khdng mac PNH, viém mang ndo md cau xdy ra & mdt bénh nhan chuwa dugc tiém
ching. Ngoai ra, 3 trong 86 130 bénh nhan aHUS dwoc tiém ching trudc do da b
nhiém triing ndo ma cau frong khi dugce digu tri bang Soliris [xam Tac dung khéng mong
mudn cia thude],

Theo ddi chit shé bénh nhan d& phat hién cac déu higu va tridu chirng sém clia nhidm
tring ndo md cau va danh gid b&nh nhan ngay [&p tic néu nghi ngér bj nhiém tring.
Nhiém tring ndo mo cau cb thé nhanh chéng de dga tinh mang hedc ti vong néu khiéng
dwoe nhan bigt va didu tri sém. Ngung dung Solifis & bénh nhan dang duoc didu trj
nhiém tring ndo md cau nghiém trong.

Céac nhiém tring khac

Cac trwrérng hop nhiém tring nghidm trong ven cac loai Neissania (ngoai N. reningilidis),
bao gbm cd nhiém |4u ciu lan tda, di duce bao cao.
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Soliris ngan chan kich hoat bd thé cudi. do do bénh nhan ca thé tang nhay cdm vdéi cac
nhigm trung, dac bigt la voi cac vi kh udn co vo bao. Ngodi ra, nhigém Aspergilius da xay
ra & b&énh nhan suy giam mi€n dich v& gidm bach cau trung tinh. Tré em dugc digu tri
béng Soliris co thé bi tdng nguy co phét tridén cée bénh nhiém trung nghiém trong do
Streptococcus pneumoniae va Haemophilus influenzae typ b (Hib). The hién tiém
ching dé& phéng nglra nhiém tring do Streptococcus pneumoniae va Hasmophilus
influenzae typ b (Hib) theo hudng dén qudc gia. Than trong khi ding Saliris cho bénh
nhan bi nhidm tring toan than [xem Cank bdo va théan trong ki ding thudcl,

Theo dai cac biéu hién bénh sau khi ngung ding Soliris

Ngung diéu tri PNH
Theo déi b&nh nhan sau khi ngung ding Soliris it nhat § tuan dé phat hién tinh trang
tan huyst.

Nawng didu tri aHUS

Sau khi ngung ding Soliris, theo d&l bénh nhan aHUS d& phat hién cac déu hiéu va
tnéu chirng cla biégn chirng bénh huyét khdi vi mach (TMA) trang it nhat 12 tuan. Trong
cac thir nghiém |am sang aHUS, 18 bénh nhan (5 trong cac nghién ciru tién ciru) d3
ngung digu tri bang Soliris. Cac bién chirng TAMA xay ra sau khi quén ligu & 5 bénh
nhan va Soliris duwec bat dAu ding lai & 4 trong 56 5 bénh nhan nay.

Cac déu hiéu va triéu chimg lam sang clia TMA bao gém thay di trang thai tam than,
co giat, dau thit ngurc, khé thd hodc huyét khai. Ngoai ra, nhing thay doi sau trong céc
théng s6 xat nghiém co the xac dinh bién chirng TMA: xust hign hai hode 14p lai bat ky
mét trong nhikng du higéu sau: gidm 25% s6 luong ti€u cau hodc nhieu hon so vii mire
nén hodc sé lwong tidu ciu dinh frong khi digu tri bang Soliris; tang creatinine huyét
thanh 25% hodc nhigu hon so véi mic nén hodc day trong khi dieu tri béng Solirs;
hode, tang LDH huyét thanh 25% hodc nhidu hon so véri mie nén hodc day trong khi
diéu tri bang Soliris,

MNéu bién chimg TMA xay ra sau khi ngurng ding Soliris, xem xét vide didu tri tré lai
bang Soliris, lidu phap huyét twong [loc huyét trong, thay huyét twong, hodc truyén
huyét tuong tuoi déng lanh (PEPI)], hodc cac bién phap hé try thich hep trén cor quan
cy the.

Dy phong va xir tri huyét khoi

Anh huéng cda viéc ngerng diéu tri chdng déng mau trong khi diéu trj bang Solins chua
dwoe thidt 18p. Do @6, didu tr| béng Soliris khAng nén lam thay ddi viéc x0r tri bang thudc
khang dong.

Céc phan (rng ligén quan dén truyén dich

Ding Solirs cd thé din d&n cdc phan teng ligén quan dén tiém truyén, bao gom sioc phan
vé hodic cdc phan (ng qua mén khac Trong cac thir nghiém [am sang, khing co bénh
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nhan nao gap phai phan (ng lién quan dén tiém truydn can ngung Soliris. Ngung truyén
Soliris va thire hién cac bién phap hd tro thich hop néu xay ra cac dau hiéu bat &n vé
tim mach hodc suy hd hp

SUF DUNG THUGC CHO PHU NIF CO THAI VA CHO CON BU
Phu nir co thai

Tom tat rdi ro

Dir liéu han ché vé kat cuc thai ky xay ra sau khi sl dung Solins & phy nlr mang thai
chua xéc dinh duoc mdi quan ngal ddi vai cac két cuc phat triégn bat loi cu thé (xem D
ligw). Co nhirng nguy cor cho nguwdi me va thal nhi lién quan dén téu huyét sde td kich
phat vé dém (PNH) khdng dugc diéu tri va hdi chirng tan huyét tang uré huyét khéng
di&n hinh (aHUS) trong thai ki (xem Can nhac ldm sang). Cac nghién ciru irén déng
vat si dung mdt chat trong tw trén chudt cia phan tir Solirs (khang thé khang C5 cla
chudt) cho thay tang ty 1& phat tién bat thurng va ting ty 18 con cai chét va &m & ligu
gap 2-8 lan liéu ding cho nguwi (xem DiF lidy).

Nguy co wdrs tinh cla cac dj tat bam sinh 1&n va say thai ddi vii cac ddi tueng duoc
chi dinh & khiing . Tat ca céc thai ky déu cb nguy co ndn vé di tat bdm sinh, sdy thai
ho#c cac két cuc bat Il khac, Trong dén sé chung cla Hoa Ky, nguy cor wive linh cla
di tat bdm sinh Ién va sdy thai & cac thai ky dwoc ghi nhan 1am sang 1&n ot 13 2-4%
va 15-20%.

Céan nhac lam sang

Nguy co bénh (&t ién quan dén me va‘hodc thai nhif so sinh

PNH trong thai ky cé lién quan dén két cuc bat lgi cho ba me, bao gom lam xau di tinh
trang gidm bach ciu, bién cd huydt khdi, nhiém tning, chay mau, say thai va tang tl
vong me, va cac két cuc bat lgi cho thai nhi, bao gém ti vong thai nhi va sinh non.

aHUS trong thai ky cé lién quan dén két cuc bal lgi cho ba me, bao gdm tién san giat
va sinh non, va két cuc bét loi cho thai nhifser sinh, bae gbm thai giGi han tang tredng
trong i cung (IUGR), thai chét |wu va nhe can.

DiF ligu

DiF lvgu Irén ngLecs

Mét phan tich gép dir lidu tién cdu (50,3%) va hoi el (49,7%) dwoc thu thap & hon
300 phy nr mang thai vai thai nhi con séng sau khi phot nhiém vévi Solins khéng cho
thdy cac quan ngai vé& an toan. Tuy nhién, nhitng dir liéu nay khéng the hoan toan loai
trir bat ky nguy co nao lién guan dén thudc frong thai ky vi cd mau han ché.

Dy igu trén dong vat

MNghién ciru sinh san trén dong vat duge tién hanh & chudt bang cach sir dung ligu
khang thé khang C5 clia chubt xap xi 2-4 l&n (liéu thap) va 4-8 lan (lidu cao) lifu Saliris

8
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H;hug,rén cao & nguwdi, dra trén so sanh trong lugng cor thé. Khi déng vat tiégp x(c v
khang thé nay trong khodng thivi gian tir tneéc khi giao phdi cho dén khi mang thai sém,
khiing quan s&t thay su gidm kha nang sinh sdn hodc nang suat sinh san. Khi chudt me
tigp xic vii khang thé nay xay ra trong qua trinh hinh thénh co quan, hai triéng hop
di san vong mac va mdt trurdng hop thoat vi ron da dwoc quan sat thay trong sé 230
chudt con dwec sinh ra tir cac chudt me tiép xic vai liéu khang thé cao hon; tuy nhién,
phoi nhiém khéng lam téng say thai hodc tlr vong so sinh. Khi chudt me tidp xlec véi
khang thé trong khodng thevi gian tir khi duoc lam t6 cho dén khi cai sira. 86 lwong con
dwe bi suy nhuge hodc chét cao hon (1/25 nhém déi chimg, 2125 nhém lidu thép, 5/25
nham liéu cao). Chudt con song sot oo chirc néng sinh san va phat trien binh thudng.

Phu nir cho con bu
Tam tat rdi ro

Mae di di li2u han ché diroe cdng bd khéng bao cdo mie eculizumab co the phat hién
trong stka me, nhweng lgG cua me dwoc bigt I3 oo trong stra me. Thing tin sdn co khéng
Al 44 cho bidt dnh huéng cla eculizumab ddi véi ré so sinh bu siFa me. Khong co dir
lidu vé& anh huwdrng cua eculizumab doi vdi vide san xuat ska. Loi ich phat trién va sirc
khée cUa viéc cho con bu cén duroe xem xé&t cling véi nhu cdu ldm sang cua nguwdi me
d4i véri Solinis va bat ky phdn dng bat lgi ndo b thé xdy ra doi vdi tré bd sira me tir
eculizumab hodc tr tinh trang nén cla nguéi me,

ANH HUO'NG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Soliris khéng co hodic &nh hudng khing dang ké d&n kha nang lai xe va van hanh may
mac.

TU'ONG TAC THUOC

Twong tac cia thudc:

Khéng co nghién ciru tuong tac nao da dwos thue hign. Dwa trén tae dung (e ché tiém
tang cla eculizumab d6i v déc té bao phu thude vao bd thé cda rituximab, eculizumab
co the lam gidm cac tac dung dwge lre hoc dv kien cda rituximab.

Biéu trj man tinh immunoglobulin ngwdi tém tinh mach (IVig) b thé can thiép vao co
ché tai sinh thy thé Fe so sinh ndi sinh (FcRn) cla cac khang thé don déng nhw
eculizumab va do do lam gigm nong dd eculizumab trong huyat thanh.

Sir dung dbng théi eculizumab véi immunoglobulin tiém tinh mach {IVig) cé the lam
gidm higu qua cla eculizumab. Theo ddi chat ch& dé phat hién gidm hiéu qua cla
eculizumab.

Sl dung dbng thévi eculizumab vévi thube chen thy thé Fe so sinh (FcRn) co thé lam
gidm ndng d8 todn than va gidm hidu qué cha eculizumab. Theo d&i chit cha dé phat
hign giam higu qua cida eculizumal.
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Twong ky cua thudc:

Do khong co cac nghién ciru vé tinh tuong ky cla thudc, khong tron 13n thude nay véi
cac thudc khac, ngoai tnr cac thubc durgc liét ké & phan Chudn b trong muc Cach diing,
lidu diing.

TAC DUNG KHONG MONG MUON CUA THUGC
Tém tédt ko so an todan

Dir liéu hd tro vé tinh an toan thu dwoc tir 33 nghién clu lAm sang bao grf‘n‘rl 1.5585 bénh
nhdn s dung eculizumab frong céc quén thé bénh gua trung gian bd the, bao gom
PNH, aHUS, gMG khang tri vd NMOSD. Phan (ng ngoai ¥ phd bién nhat 1a dau dau
(chi yéu xay ra trong giai doan ddu ding thude), va phan (mg ngoai ¥ nghiém frong
nhét 1a nhiém triing ndc mé céu,

Bang liét ké cdc phan tng ngoai y

Bang 4 liét ké cac phan (rng ngoai y quan sat duwoc tr bao céo tr phat va trong cac thi
nghiém I&m sang eculizumab d3 hoan thanh, bao gbm cac nghién cliru PNH, aHUS,
gMG khéng tri va NMOSD. Cac phan (fng ngoai v dwge béo céo theo tan suat rat
thurdyng gap (21/10), thudmg gap (21/100 dén <1/10), [t g&p (21/1 000 dén <1/100) hodc
higm g&p (21/10 DOD d&n <1/000) v&i eculizumab, duoc lidt ké theo h2 cor quan va phan

(ng ngoal ¥, Trong mdi nhom tAn sudt, cac phan (ng ngoai y dugc theé hién theo thi
b mie 38 nghidém trong gidm déan.

Bidng 4: Cac phan img ngoal v duwrgee bao cao trong cac thir nghiém lam sang v
eculizumab, bao gém bénh nhan PNH, aHUS, gMG khéng tri va NMOSD cing nhuw
tir kinh nghiém trong qua trinh lvu hanh thuoc trén thj trvdng.

Hiém gap
(21/10000 dén
<1/1000)

It gap

Thwémg gap
(=1/1 00O dén

(21/100 dan

Phan loai hé co  |Rat thwing
quan theo MedDRA| gap

{21110}

<1/10)

<1/100)

INhigm tring va ky
sinh tring

Vigm phoi, Nhigm
trurg  dudng  hd
hap trén, Viém phé
quan, Viém  mdi

hong, Mhiém fring
duwdmg  tidt  nidu
Harpeas & migng

Nhiém ftring ndo
mé cau®, Nhiém
fring huyet, Soc
nhiém tring, Viém
phic mac, Nhidm
iriing duémg hé hip
dudi, Mhiém nam,
Mhiém virus, Ap xa?,
Viem mo & bao,
Cum, Nhiém tring
dwdng tidu hoa,
Viém bang gquang,
Whiém tring, Viém
xoang, Viem ioi

Nhiam Aspergillus®,
viem khop do vi khuan®,
Nhigm [du cau & dudng
sinh due,

Mhiém  Haesmophilus
influonzae,
Chec &
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Phén loai hé cor |RAt thwéeng| Thwéng glp It gép Hiém gap
quan theo MedDRA gap (=1/100 dén {z1/1 000 dén {21/10000 dén
(2110) =1/10) =1/100) <1/1000)
Khoi u lanh tinh, ac LUng thu t& bao hac td
inh va khbng xac e tinh, ndl ehirng i
dinh (bao gém ci u oan sinh tuy
nang va polyp)
RGi loan mau va hé Gidm bach céu| Gidm tidu cdu, gidm [Tan huyst®, Yéu td Sén
bach huyét Thigu mau bach céu lympho  [mau bt thm‘h‘ngj
Ngwng két té bac hén
chu, Réi loan déng mau
oi loan hé mién Phan ung phan ve,
ich qud man cam
IR6i loan ndi tiét Bénh Basedow
Roi lcan chuyén Gidm suw thém an
hoa va dinh duéng
R&i loan tam than Mt ngl Tram cam, Lo lang, Giac mo bat thwéng
Tém trang thay doi,
Rdi loan gidc ngl
Roiloan hé than |[Paudau  |[Chéng mat Cam giac té, Run,
kinh R&i foan v giac,
Ngat
Hlﬁi loan mat Mhin mc Kich dng k&t mac
6i loan tal va mé U tal, chong mat
ao tai
iRdi loan tim mach Hoi hép
oi loan mach mau Tang huyet ap Tang huyét ap [Tuméu
nhanh, Ha huyét ap,
béc héa, R loan
finh mach
\:?éi loan ha hap, Ho, dau hau hong | Khé thé, Chiy mau
ldng ngwe va trung cam, Kich Om

hat

hong, Ngat mdi, 50
i

R&i loan tidu héa Tiéu chdy, N&n| Tado bdn, Khd Giéu, Bénh frao nguwoc dal
Buén nén, BDaul Daybung day thire quan, dau il
bung

R&l loan gan mét \ang da

Roi loan da va mo Phat ban, MNgra| Me day, Ban do, [Giam sac 16 da

duei da Rung i6c Ban xuat huysl

Tang tidt mé o,
Khé da, Viém da

Roi loan co xwong
va mo lign ket

Pau khdp, Bau cor
Pau & chi

Co that co, Bau

wrong, Bau heng,
Bau ¢

IClrng ham, Swng khip

|:m_£.i loan than va
it nigu

Suy than, Khé tidu,
Tiéu mau

R&i loan hé sinh
an va tuyan v

Duong vat cuong
clng ' phat,

Rai loan kinh nguyét

Cac roi loan chung
va tinh trang tai
cho tiem

S50, MéL mdi, bénh
gidng cim

Pha, Khé chiu &
ngwe, Suy nhuwe,
Bau nguc, Bau tai
ché tnuyén, &n lanh

Thoat mach, T& tai chy
truyén, Cam thay ndng
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Phanlogihécor | Rat Thwong gap | it gip Hiém gép_
quan theo thuéng (21100 dén | (21/1 000 dén {21/10000 Aén |
MedDRA gap =1M10) =1/100) <1M1000)
| ping | o |
Cac xét nghiém Alaning Hat nghiém
aminotransferase Cocombs duong
tang. Aspartate | tinhc
aminatransferase

tang Gamma-
giutamyltransferase
tdng.  Hematoent
giam, Hemogiobin

giém
Tén thwong, ngd | Phan dng lién
déc va bién gquan dén tiém
| chirng thi thuat | truyén

Cac nghién clru bao gbm: Bénh hen suyén (C07-002), aHUS (C08-002, C08-003, C10-
003, C10-004), Viém da co (C99-006), gMG khang tri (C08-001, ECU-MG-301, ECU -
MG-302, ECU-MG-303). Réi loan phé viem uy thi than kinh (ECU-NMO-301, ECU-
MMO-302), IMG (C92-004, E99-004), PNH (C02-001, C04-001, CO4-002, COE-002,
CO7-001, E02-001, EDS-001, EO7-001, MOT-005, X03-D01, X03-001A), Bé&nh viy nén
(C98-007), RA (C01-D04 , CO7-001, CO9-001, E01-004, E99-001), STEC-HUS (C11-
001), SLE (C97-002). Phién ban MecDRA 24.1.

* Kem doan Mo (8 cac phan ng ngoal v chon pe

a Ap we bao gbm nhom céc phdn tng ngoal ¥ sau: Ap xa chi, Ap xe dai rang, Ap xe than. Ap xe dudn
da .l5|.p XE rang. Ap xa gan kach, ﬁgp xa quanh truc irang ﬁp =g s Lridng.

b Mhi@m triing ndo md cdu bao gbm nhim céc phén 'ng ngoai ¢ sau: Nhidm tring ndo md cau, Nhigm
triing huyﬁl: ndo md ciu, Viem mang nao ma ciu, nhidm Maisseda,

* ADR durere xac dinh tir cic béo cdo trong qua trinh Iy hanh thude trén thi tredng

Mo ta cac phan (rng ngoai ¥ chon loc

Trong tat ca cac nghién ciru lAm sang. phan (ng ngoai ¥ nghiém trong nhat 1a nhiém
tring huyét ndo mé cau, la mot biéu hign thudng gap cla nhiém tring ndo mé cau &
bénh nhan ducc digu tri bang Soliris (xem Canh bdo va thdn trong khi dung thudc),

Cac trwerng hop nhiém cac joai Neisseria khac 45 duoc bao cdo bao gdm nhiém tring
huydt vl Neisseria gonormrhosas, Neissena sicca / subflava, Neisseria spp khéng xéc
dinh.

Khang thé khang Soliris dwoc phat hién & 2% bénh nhan PNH sl dung xét nghiém
ELISA, 3% bénh nhdn aHUS va 2% bénh nhian mac NMOSD sl dung xét nghigém dinh
lveng dang cau ndi ECL. Trong cac nghién ciru gMG khang tri ddi chitng véi gid duoe,
khéng quan st thdy khang thé khang thudc ndo. Nhu véri 18t ca cac protein, thudc ob
kha nang 1ao ra tinh sinh mién dich.

Cac treérng hop tan huyst d3 dugc bao cao khi bd 16 hodc tri hodn ligu Solirs trong cac
thir nghigm 13m sang PNH (xem thém Cidnh bdo va than frong khi ding thude),

12
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Céc trwtrng hop bién chirng huyéat khbi vi mach da duoc bao cdo khi bd I& hodc tri hodin
lidu Soliris trong cac thly nghigém ldm sang aHUS (xem thém Cdnh bao va thén frong
khi dung thude).

Béi tugng tré em

O cac b&nh nhan aHUS tré em (tor 2 thang dén duwdi 18 tudi) Jugc dua vao cac nghidgn
ciru aHUS C08-002, C08-003, C09-001r v& C10-003, hd sor an toan twrong ty nhw quan
sat thay & bénh nhan aHUS ngudi lém. Cac ho so an todn trong cés nhdm tudi tré em

khac nhau thi irong tir.
Solins chwra dwge nghién ciru & bénh nhi mac NMOSD,

Ngwroi cao tudi
Khong co sy khac biét tong thé vé tinh an toan dwec bao cao gitra bénh nhan cao tudi
(z 65 tudi) va banh nhan tré hon méc gMG khang tr (<65 tudi),

Bé&nh nhén mac cac bénh khac

Dir liéwr an toan Iy cac nghién cow lam sang khac

Dir liéu ha trey v& tinh an toan thu duee tr 12 nghign cliru 18m sang da hoan thanh bao
gbm 934 bénh nhan si dyng eculizumab trong cac quan thé bénh khac ngoal PNH,
aHUS, gMG khang tri hodic NMOSD. Cé mét bénh nhan chua tiém ching droc chan
doan mac bénh cau than mang vo can bi viém mang ndo md cau. Céc phan Ung ngoai
v dwroe bao cao & nhirng bénh nhan mac bénh ngoai PNH, aHUS, gMG khang i hodc
NMOSD trong tw nhw nhikng phan tng dwoc bao cao & bénh nhin PNH, aHUS, gMG
khang tri hodc NMOSD (xem Bang 4 & trén). Khiing cd phan (ng ngoai y cu thé nao
xudt hién tir cac nghién clru 1am sang nay.

Bao cao cac phan ng ngoai ¥y nghi ngé

Bao cao cac phan (rng ngoai ¥ nghi ngdr sau khi thude duoc cap phép lru hanh & rat
quan trong. Dibu @6 cho phép tidp tuc theo ddi can blng lgi ichinguy co cda thude.
Théang bao cho bac sy, duwoe s7dai vii cac phan (g et hai oo thé gap phai khi st dung
thudc hodc bao cao cac phan trng co hai cda thudc vé Trung tdm Théng tin thubc va

Theo déi phan (rng co hai cla thudc.

QUA LIEU VA CACH XLF TRI

Khang co trrdmg hop qua ligu nao dwoc bao cao trong bat ky nghién clu 1Am sang
nao.

PAC TINH DUO'C LIPC HOC
Nhém dwgce ty: thudc dre ché mign dich chon loc, ma ATC: LO4AJO1

13
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Co ché tac dung

Ecullzumab, hoal chét chinh trong Soliris, 13 mdt khang thé don dang lién ket chuyén
hi&t véi protein bd thé C5 véi ai luc can, do d6 (rc ché sif phan cét cia no thanh C5a
va C5b va ngan nglra viée tac phirc hop bd thé tan cling C5b-9,

Soliris (rc ché tén huydt ndi mach qua bd thé tan cling & bénh nhan PNH va bénh huyét
khidi vi mach qua trung gian bo thé (TMA) & bénh nhan aHUS.

Cer ché chinh xac cla eculizumab cho higu qua digu tr & bénh nhan gMG chuwa duoc
biét rd, nhung dwoc cho 13 lién quan dén gidm lang dong phire hop bd thé tan cung
C5b-9 tai @iém nbi than kinh co.

Cor ché chinh xac cla eculizumab cho higu qua didu ti NMOSD chua dwoc bidt b,
nhung dugre cho 1a cé ign quan dén sy ke ché lang dong bd thé tan cling C5b-9 do
khang thé aquaporin-4.

Béac tinh duge Ire hoc

Trong nghién cieu 13m sang cb dbi chimg vii gid duge (Nghién ciru PNH 1), khi ding
Soliris theo khuyén céo mire LDH huyét thanh gidm tlr 2200 + 1034 U/L (trung binh =
SD) & mirc nén xudng con 700 + 388 UIL vao tudn déu tién va duy tri tAc dung dén cudi
nghién clru & tudn 26 (327 + 433 U/L) & bénh nhan PNH. Trong nghién ciu ldm séng
don nhanh (Nghién ciru PNH 2), tac dung duge duy tri dén tudn 52 [xem Nghién ciu
12m sang]

O bénh nhan PNH, aHUS, ghMG va NMOSD, nong dé C5 tw do <0,5 meg/ mL cd lign
quan v&i vige phong tda hodn toan hoat dong cda bd thé tan cing.

DAC TINH DUO'C BONG HOC

Sau khidung ligqu duy tri tiém tinh mach 900 mg 2 tudn mdt ln & bénh nhan PNH, ndng
d5 tdi da trung binh + SD cia eculizumab trong huyét thanh (Cra) guan sat dwgc &
tudn 26 13 184 + 76 mog/ mL va n&ng a6 déy (Cuougn) 18 97 4 80 meg/ mL. Sau khi ding
ligu duy tri tiém finh mach 1200 mg 2 tudn mét ldn & bénh nhan aHUS, Cieugn trung
binh + SD quan sat dwoc & tudn 26 14 242 £ 101 meg/ mL. Sau khi dung lieu duy tri
tiém tinh mach 1200 mg 2 tuan mdt 1an & bénh nhin gMG, Caxar trung binh £ SD quan
sat duge & tudn 26 |a 783 + 288 meg! mL va Crowgn 13 341 £ 172 meg! ml., Sau khi dung
lidgu duy tri tidm tinh mach 1200 mg 2 tudn mat 13n & bénh nhan méc NMOSD, vao tuan
24, Cnas trung binh £ SD quan sat dwoc la B77 £ 331 meg/ mL v Ciough |4 420 + 188
meg’ mL,

Trang thai én dinh dat dwoc 4 tuan sau khi bat dau dieu tri bang eculizumab, voi ty 18
tich 10y gép khodng 2 1&n & tat cd cac chi dinh dwoe nghién ciru. Cac phan tich duwgpc
ding hoc trén quan thé cho thay duec dong hoc cla eculizumab 14 twyén tinh liéu va
khéing phuy thudc théri gian trong khodng lidu 600 mg dén 1200 mg, vori d6 thay ddi gira
cac ca tha la 21% den 38%.

14
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Phan bo

Thé tich phan bé cla eculizumab d8i véi bénh nhan 70 kg dién hinh 1A 5L d8n B L.
Thai trir

Thdéri gian ban hdy cla eculizumab khodng 270 gitr dén 414 gidr.

Thay hodic truyén huyét twong lam tdng 46 thanh théi cla eculizumab |&n khodng 250
lan va giam theri gian ban hiy xudng 1,26 gitr. Lidu bd sung dwoc khuyén cdo khi dung
Soliris cho banh nhan duee thay hodic truyén huyét twong [xem Cach ding, lidu ding].

Nhém dén sé dac bist
Tudi, Gigvi tinh vé Chiing thc:

Dwore dong hoe cha eculizumab khang bi @nh huding bdi tudi (2 thang dén 85 tudi), gidi
tink hoae chung tde.

Suy than:

Chire nang than khong anh hudeng dén dwoc déng hoc cda eculizumab trong PMH (35
thanh thai creatinine t&r 8 mL/phit dén 398 mL/phut tinh theo cong thie Cockeroft-
Gault), aHUS (d8 loc cdu than wéc tinh [eGFR] 14 § mU/phat1,73 m? @én 105 mL/ phit
11,73 m? st dung céng thive “Thay ddi ché db &n udng & bénh than” [MDRD]), hodc
bé&nh nhan gMG (eGFR 14 44 mL/phat1,73 m? dén 168 mL/phat /1,73 m? slr dung cong
thire MDRD).

Tuomg tac thudc

Bidu tri bdng immunoglobulin tiém tinh mach (IVIg) co thé can thiép vao co ché tai sinh
thy thé Fe se sinh ndi bao (FeRn) cda cdc khdng thé don dang nhuw eculizumab va do
d6 lam giam nong 36 eculizumab trong huyét thanh. Cac nghién cliu tong tac thude
chuwa duwge thue hign véi eculizumab & nhimg bé&nh nhan dwoc diéu trj bang IVlg.

NGHIEN CL'U LAM SANG
Tiéu huyét sac td kich phat vé dém (PNH)

Tinh an toan va hidu lye cia Soliris & bénh nhan PNH cé tan huyét drgc danh gia trong
m@t nghién coru 26 tuan ngdu nhign, mo ddi, co d6i chirng v gid dwrgre (Nghién clru
PNH 1, NCT0O0122330); Bénh nhian PNH clng duge diéu tri bang Seliris trong mét
nghién clru 52 tudn don nhanh (Nghién clru PNH 2, NCT00122304) va trong mot
nghién ciu mo rong dai han (E03-001, NCTO0122317). Bénh nhan d3 ducre tiém nglra
viém mang ndc md clu tredge Khi dang Soliris. Trong tat cd cac nghién ciru, lidu clia
Soliris 13 600 mg thude nghign ciru mdi 7 + 2 ngay trong 4 tudn, tidép theo 12 900 mg 7
+ 2 ngay sau do, sau do la 800 mg mdi 14 £ 2 ngay trong thé gian nghién ciru. Soliris
dwoc tiém truyén tinh mach trong 25 - 45 phuat.
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Nghign ciru PNH 1

Bénh nhan PNH duoc truyén mau il nhat bdn 1An trong vong 12 thang trede do, xéc
nhan do lwu lwong t& bao clia it nhat 10% té bao PNH va s luomg tidu cdu 1t nhét
100.000 /microlit Juoe chon ngﬁu nhién ding Soliris (n = 43) hoac gia duwec (n = 44).
Trudre khi phan loai ngdu nhign, tt ca bénh nhan déu trdi qua giai doan guan sat ban
dau dé x&c nhan su can thigt cla truyén hdng cdu va xac dinh nong dd huyét sac t6
(*mirc ban d4u"), @iém nay s& xdc dinh két qua truyén va 6n dinh huyét shc td cia mbi
bénh nhan. Mirc ban dau cla huyét sac td nhé hom hoéic bing 9 g/dL & bénh nhan cé
triéu chirng va nhd hon ho&c bang 7 g/dL & bénh nhan khéng co friéu chieng. Cac tigu
chi lién quan dén tan huyét bac gém sb bénh nhan dat dwec dn dinh huyét séc td, =
don vi héng cau dwgc truyén, mét méi va chat lvgng cude song lién quan den sirc
khée. D& dat duoe tibu chi n dinh huyst sac t8, bénh nhan phadi duy tri ndng dd huyét
sac td trén mirc ban dau va khdng truyén hiing céu trong toan b giai doan 26 tuan. Sy
tan huyét duoe theo déi chi yéu bing cach do mire LDH huyét thanh, va ty 1& héng ciu
PMH duoc theo dbi bang phurang phap do dong chay té bao. Bénh nhan ban dau dang
diing thudc chéng déng méu va corticostercid toan than tiép tuc ding céc thudc nay.

Céc ddc didm nén chinh dwge can bang (xem Bang 5).
Bang 5: Nghién ciru PNH 1 Cac dac diém nén ciia bénh nhan

Mghién ciru 1

| Thé Gia duoc Soliris
| Théng sd (N = 44) (N = 43)
| Trung binh tudi (SD) 38 (13) 42 (18)
| G tinh - ni¥ (%) 29 (66} 23 (54)
| Tidn s thidu mau bat san hodc hai chimg loan sinh tuy (%) 12 (27) B(19)
| Bé&nh nhan cd tién sl huydt khoi (bign cb) 8{11) 9 (16)
| Thufic chéng déng mau ding déng thé (%) 20 (48) 24 (56)

Cac steroid 7 déu trj o ché midn dich ding ddng thn (%) 16 (36) 14 (33)

C&c dom vi hdng c3u d4ng g6i degr truyén cho mBi bénh nhan 17 {14, 25) 18 (12, 24)
12 thang trurdre (trung wi (quy 1, quy 3))

| Mirz Hgb trung binh (g/dL) tal thei digm ban dau (SD) 8(1) B(1)
Mirs LDH trudre diéu trj (trung vi, UIL) 2234 2032
Hemoglabin t do & '.".‘.‘*."i‘?.'f'.‘*.".".{_'.ft‘.'.‘.g vi, mg/dL} 48 il

B&nh nhan duwoc didu tri bang Soliris da giam dang ke tan huyét (p <0,001), dan dén
cai thign tinh trang thidu mau nhw tang dn dinh huyét sdc to va giam nhu cu truydn
héng cau so véi bénh nhan duoe didu ti bang gia dugce (xem Bang 8). Nhimg tac dung
nay dwge nhin théy & cac bénh nhan trong mdi nhém trong phén tng ba nhdm truyén
héng cau trude nghién cieu (4 - 14 don vi; 15 - 25 don vi; > 25 don vi). Sau 3 tuan diéu
tri béing Soliris, b&nh nhan cho bidt it mét mai hon va chat lwong cudce sbng lign quan
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dén strc khde dugc cdi thign, Do o mau va thed gian nghién ciru, khing thé xac dinh
anh hudng cla Soliris ddi véi cac bién cd huyét khdi

Bang 6: K&t qua nghién ciu PNH 1

Gia
Soliris
durgrc -
e — (N =44 i
Phan tram bénh nhin co mirc huyél sac 16 on dinh 0 49
Cac don vi héng cau 6ong g6i durgc truyén cho méi bénh 44 0
nhan {irung vi)
{khodng) {(2-21) (0-18)
Khing truyen mau (%) 0 51
Mirc LDH khi ket thac nghign cdru (trung vi, U/L) 2.167 239
| Hemaglobin tw do khi két thic nghién clu (trung vi, mg! dL} 62 5

Mghién ciu PNH 2 va Nghién coru m& rdng;

Bé&nh nhan PNH dirge truyén mau it nhat mdt 1an trong 24 thang trudc va oo it nhat
30.000 tiéu clu / microlit 93 duoc truyén Soliris trong khodng thed gian 52 tudn. Céac
thubc dung dbng théi bac gbm thudc chong huyét khdi & 63% bénh nhén va
coricosteroid ding dwéng toan thadn & 40% bénh nhan. Nhin chung, 96 trong st 07
b&nh nhan thu tuyén da hoan thanh nghién ciru (mat bénh nhan b vong sau bién cd
huyét khbi). Vide gidm tan huyét ndi mach duoe do bang mire LDH huyét thanh dugre
duy tri trong thevl gian didu tri va din @&n gidm nhu ciu truyén hding cau va it mét mai
hon. 187 bénh nhan PNH dwoc didu tri bang Soliris duge duea vace mat nghién clru md
riing da han, Tl ¢d cac bé&nh nhan duy tri dwge viée gidm tan huyet ndi mach trong
téng théri gian Gibu trj v&i Solinis tir 10 G&n 54 thang. C& it bién cb huyét khéi hom khi
digu tri bing Soliris so vdi trang clng khodng thdi gian trede khi diéu tri. Tuy nhién,
phén Ién cac bénh nhan dugc ding déng théi cac thudc chang déng mau; tac dung
clia vide ngirng ding thude khang déng trong khi didéu tri bang Soliris khdng dugc
nghi&n ciru [xem Canh bdo va than trong khi dung thuoc).

Hoi chirng tan huyét tang uré huyét khng dién hinh (aHUS)

Na&m nghién etru don nhanh [bén tén clu CO08-002A/B (NCT00844545 wva
NCTO0844844), CO8-003A/B (NCTOOB38513 wa NCTOO0B44428), C10-003
(NCT01193348), va C10-004 (NCT01194973); wva mdt hdoi cou: CO9-001r
(NCT01770851)] danh gia tinh an todn va hiéu luc cla Soliris trong didu tr aHUS. Bénh
nhan mac aHUS da dwoe tiém nglra ndo md cau trede khi duerc tiém Soliris hodc dugc
diéu tri dw phong bang khang sinh cho dén 2 tuan sau khi tidm ching. Trong 14t cd cac
nghién ciru, lidu Soliris & bénh nhén nguweri kon va ré vi thanh nién [a 900 mg moi 7 + 2
ngay trong 4 tuan, tiép theo 14 1200 mg trong 7 = 2 ngay sau d6, rdi 1200 mg mai 14 +
2 ngay sau dé. Phac db liéu luong cho bénh nhi co cén nang dudi 40 kg tham gia vac
MNghi&n ciru C08-001r va Nghién ctru C10-003 duoc dira trén trong leong cor thé [xem
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Céch dung, ligu diing]. Banh gia higu lyc dya trén tiéu chi bénh huyet khdi vi mach
(ThA).

C&c tigu chi lién quan d&n TMA bao gom cac diém sau:
» Thay ddi sé lrong tidu cdu so véi mic nén

»  Huyét hoc binh thirtrng (duy tri 54 lupng Bidu cau va mie LDH binh thuwng trong
it nhdt bdn tuan)

» dap Gng TMA hodn toan (huyét hoc binh thidng cdng voi gidm it nhat 25%
creatinine huyét thanh trong tdi thidu bon fuan)

« Tinh trang khiing eb bién ad TMA (khéng gidm sd lugng tidu cdu >25% so v
miic nén it nhit 12 tudn, thay huyét eong hodc truyen huyét tuong v yéu céu
foc mau men)

«  Mikc 66 can thigp TMA hang ngay (duge dinh nghia 8 &6 fan can thigp thay huyét
twong hode truyén huyédt tuong va 8 18n loc mau moi can cho moi bénh nhén

mai ngay).
aHUS khéng PE / Pl (Nghién ciru COB-D0ZA/B)

Nghién clru COB-002A/B thu nhan cac bénh nhan co dau higu cla bénh huyét khdi vi
mach (TMA) méc di d3 duroc diéu trj it nhét bén lan PEPI mdt tuan trude khi sang loc.
Mot bénh nhan khong co PE/PI tuan trrde khi sang loc vi khing dung nap PE/PL. Pe
di diéu kign tham gia, bénh nhan dwoc yéu cdu cd s6 Iweng tidu cau s150 x 108L,
béng chirng tan huyét nhu tang LDH huyét thanh va creatinine huyét thanh trén gidi
han trén cda mde binh thudng, ma khing edn loc mau man tinh . Tudi trung wi cda
b&nh nhan la 28 (khoang: 17 dén 68 twoi). Bénh nhan tham gia vao Nghién ciu COB-
00ZAB duoc yéu ciu cd mire hoat déng ADAMTS13 trén 5%; khodng gia tri quan sat
drere trong i nghiém 1a 70% -121%. Bay muoi sau phan tram bénh nhan co dft bién
yéu td didu hda bd thé hode iy khang thé d3 duoc xac dinh. Bang 7 tom (&t cac dic
dieém nén va lign quan dén bénh cla cac bénh nhan tham gia vao Nghlén clru CO8-
002A/B.

Bang 7: Cac dic diém nén cia bénh nhan dwgc thu tuyén vao Nghién ciru CO8-

002A/B
[ o CO8-002A/E
Thong so (N=17)
Thévi gian ti khi chin doan aHUS cho d4n khi sang loc | "
| tinh bang thang, trung vi (téi thidu, thi da) | 10(0.26; 236)
Thii gian tir ki c6 bigu hién TMA 13m sang cho dén khi | &1 (st 4)
sang loc linh béng thang, trung vi (16 thidu, 1 da) :
S lwgng tiéu ciu ban diu (x 10°L), trung vi (khodng) | 118 (62, 161) |
LDH nén (LKL}, trung vi (khadng) 269 (134, 634)
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B&nh nhan trong Nghién ciu CO8-002A/B duwgc ding Solirs trong t6i thidu 26 tuan
Trong Nghién ciru CO8-002A/B. théi gian trung vi didu tri bdng Soliris |a khodng 100
tuan (khodng: 2 tuan den 145 tuan).

Chirc nang than, dwoc do hﬁng eGFR, dugc cdi thién va duy tri trong qua trinh digu tri
béng Soliris. @3FR trung binh (£ SD) ting tr 23 + 15 mU/phat /1,73m? & mdc nén én
56 + 40 mL/phat!1,73m? trong 26 tuan; hiéu qua ndy dugc duy tri trong 2 ndm (56 £ 30
mLphit/1, 73m?2), Bdn trong & n&m bénh nhan ban d4u can loz mau oo thé nglrng chay
than.

Gidm hoat déng cla bd thé tan clng va tang sd luong tidu ciu so virl mire nén duge
quan sat thay sau khi bat dau ding Soliris. Soliris lam gidm cac dau hiéu cla hoat déng
TMA qua trung gian bd thé, duge thé hién qua sw t8ng lugng tiéu cdu trung binh t
muic nén dén 26 tudn. Treng Nghién ciru C08-002A/B, s6 lwgng tigu cau trung binh (+
SD) tdng tlr 109 + 32 x10°/L tai mire nén lén 160 + 72 x109L trong mét tudn; hidu qua
nay duwrgre duy tri qua 26 tuan (210 + 68 x10% L), va 2 nam (205 + 46 x10% L). Khi tigp
tue didu tri trong hon 26 tudn, hai bénh nhan khac da dat duoc huyét hoc binh thwdng
cling nhur dap trng TMA hoan toan. Tét ca nhirng nguén phan héi duy tri dugre huyét
hoo binh thudrng va dap ong TMA hoan toan, Trong nghién ciru CO8-002A/B. dap tng
vi¥i Soliris tuong ty & nhang bénh nhan 6 va khong co dot bién da xac dinh trang céc
gen ma hoa protein yéu té didu hoa bd the.

Béng 8 tom tat cac két qua higu lye cia Nghién cliru CO8-002A/B.
Bang 8; Két qua higéu lrc cia nghién coru COE-002A/B

Mghién ciru CO8- Nghlén clu
Théng 88 hibu | 002A/B ¢ 26 tudn' | COB-002A/B & 2
u
N Bt i e (N=17) nam®
(N=17)
Bap &ng TMA hodn toan, n (%) 11 {65) 13(77)
Théri gian trung vj cla dap ing TMA hodn toan, tuan 38 (25, §6) 84 (25, 139)
(khoang)
Cdi thién eGFR = 15 mbLfphdt"1,73mé n (%) 8 ({53) 10 (59)
Theéi gian trung vj cai thign eGFR, ngay (khoang) 2571 (70, 3892) Q0]
Huyél hoe binh thudng, n (%) 13 (76} 15 (B8)
Théi gian trung i cla huydt hoc binh thuéng, 37 (25, 62) 99 (25, 145)
tuan (khodang)
Trang thai khong co bign cd TMA, n (%) 15 (88 15 {88
Ty |1& can thiép TMA hang ngay, trung v (khoang)
Trurre khi ding eculizumab 0,82 {0,04; 1,52) 0,82(0,04; 1,52)
Bang diéu tri bang eculizuman 4 (0; 0,31} 0 (0; 0,38)

* Tai thivi didm cét dir lidu {ngay B/S/2010).
& Tgi theri diém cét dir 8o {ngay 2004/20132).
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aHUS nhay cam vii PE/PI (Nghién clru C08-003A/B)

Nghién ciu C08-003A/B thu tuyén céc bénh nhan dang digu tf PE/PI man tinh, nhiing
bénh nhan nay thudng khong cé cac dau higu huyét hoo cla bénh huyét khdi vi mach
(TMA) dang tién trién. T4t cd bénh nhdn da duoc PT it nhét hai tudn mét lan, nhung
khéing qua ba l&n mdi tudn, trong thi thidu tam tudn trwde khi dung lidu Soliris dau tién.
Bénh nhan dang lpc mau man tinh dwge phép tham gia vao Nghien ciru COB-0DIAB.
Tuéi trung vi clia bénh nhan 1a 28 tudi (khodng: 13 dén 83 tudi). Bé&nh nhan tham gia
vao Nghién ciru COE-003A/B duoc yéu ciu od miFc hoat ddng ADAMTS13 trén 5%;
khodng gia tri quan sat duec trong thir nghiém Ia 37% -118%. Bay muei phan tram
b&nh nhan co dét bign yéu t& didgu hda bd thé hodc tu khang thé da dwoc xac dinh
Bang 9 tém tat cac dac d¥m nén va li&n quan dén bénh cua cdc bénh nhan tham gia
vao Mghién ciu CO8-003A/B.

Bang 9: Cac dic didm nén cta bénh nhin dwec thu tuyén vao Nghién ciru CO8-

003A/B
p Nghién ciru CO8-003A/B
Théng sb (N = 20)
Thén gian tir khi chén doan aHUS cho dén khi sang i
loc tinh bang thang, trung vi (1di thigu, toi da) 45 18,8%;:250)
Thed gian tr khi cb bidu mién TMA [am sang cho dén 9 (1, 45)
khi sang loc tinh bang thang, trung vi (t5i thidu, toi da) :
56 lwong tidu céu ban ddu (x 10%L), trung vj (khodng) 218{105, 421)
LDH nén {U/L), tfrung vj (khodng) 200 {151, 381)

Bénh nhan trong Nghién ciu C08-003AB duoc dung Soliis trong tai thidu 28 tuan
Trong Nghi&n ciu CO8-D03AM, théi gian trung vi diéu tri bang Soliris la khoang 114
tudn (khodng: 26 dén 129 tuln).

Chirc nang than, dugc do bing eGFR, duoc duy tri trong qua trinh du tri bang Soliris.
eGFR trung vi (£ SD} 1a 31 £ 18 mLU'ph0t/1,73me & mirc nén, va dugc duy tri qua 26
tudn (37 + 21 mL/phat/1,73m?) va 2 nam (40 + 18 mL/phit/1,73m?). Khing co bénh
nhan nao dugc yéu chu loe mau méi trong qua trinh didu tri véi Soliris.

Gidm hoat ddng clia bd thé tan cling dwgc quan sat thiy & tat ca cac banh nhan sau
khi bt dau ding Solins. Soliis gidm cac ddu hiéu cda hoat dgng TMA gua trung gian
bd thé, duwoc thé hién qua sw tang lugong tidu ciu trung binh i mire ndn dén 26 tuan.
St Ireng tiéu ciu dirgre duy tri & mure binh thieéng mac di da loai bé PE/PI. S0 lrgng
tidu cu trung binh (+ SD) 14 228 + 78 x 1091 & mie nén, 233 + 69 x 10%L vao tuan 26
va 224 + 52 x 10%L sau 2 nam. Khi tép tuc diéu tr trong hern 26 twan, thém sau bénh
nhan dat duoc dap (rng TMA hoan toan, Tatcd nhivng nguwéi phan hdi duy tri dwoe dap
(rng TMA hoan toan va huyét hoc binh theéng. Trong nghién ciu CO8-003A/B, dap
tng ve¥i Soliris tromg ty nhau & nhikng bénh nhan o va khiing c6 dét bien da duogc
xac dinh trong cac gen ma hoa protein yéu t didu hda bd the,
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Bang 10 tom tat céc kél qua hiéu lwe cia Nghién ciru CO3-003A/B.
Bang 10: Ket gua higu lyc cua nghién clu C08-003A/B

Nghién ciru COB- | Nghién cibu COS-
% S 003AB D03AB
Thong s0 hiéu lyc & 26 tudin' & 2 ndim®
(N = 20) (N =20}
Bép (rmg TMA hodn todn, n (%) 5 (25) 11 (E5)
Théri gian trung vi coa dap wng TMA hoan 32 (12, 38) 658 (28, 108)
todn. tuan (khodng)
Cai thién eGFR 2 15 mLUphdt1, 73 m?, n (%) 1 (%) 8 (40)
Trang thai khéng co bién o TMA n (%) 16 {80) 19 (85)
Ty & can thigp TMA hang mgdy, trung v
(khodng}
| Trudre khi dang eculizumab 0,230,058 107) 0,23 (0.05; 1,07)
Bang diéu tri bang eculizumab 0 0 (0 0,01)
[ Huyét hoe binh thudmg®, n (%)
Théri gian trung vi cha huyét hoe binh thwing, 18 [80) 18 (0]
| tudn (khodng)? 38{22, 52) 114 (33, 125)

1 Tai thevi diém et dii lidu (ngdy B'2010)

2 Tai theyl diérn cat dir léu (ngdy 20/4/2012).

5 Burere tinh toan méi ngay sad didu o (Trir Ngay 1 32n Ngdy 4] bang cach sk dung md hinh ANGYA da
I3 I3l

* Trong nghién cdu COS-003A3, 85% bénh nhan co lugng tidu cau binh thudmg va B0% bénh nhén cd
mikc LOH huyét thanh binh thugng & thod didm ban ddu, vi vay binh thueng hda nuyét Noc trong quan
th& nay phan anh vigc duy tri cac thing s4 binh thudmg trong tredmg hop khing oo PEIF

Nghién civu hdi ciru & bénh nhin méc aHUS (CD9-001r)

Két qua vé higu e coa nghién elru hdi elu aHUS (Nghién clru C0S-001r) nhin chung
nhéat quan véri két qua cla hai nghién cdeu tdn cou. Salirs lAm gidm cac dau higu cla
hoat déng TMA qua trung gian bé thé, duoc thé hién bing si tang sd lveng téu ciu
trung binh tir mirc nén. Sé lwong tdu ciu trung bink (£ SD) tang tir 171 + B3 x10%L tai
mirc nén 1én 233 + 109 x10%L sau mdt tuan didu tr; hidéu gua nay dwoc duy irl gua 26
tudn (sé lwomg tidu cau trung binh (£ SD) & tudn 26: 254 + 79 x10%L)

Thng céng co 19 bé&nh nhi (tir 2 thang dén 17 tudi) d8 duoc ding thube Soliris trong
Nghién clru CO8-001r, Thixi gian trung vi cda liéu phap Solirs |a 16 tudn (khoang tir 4
d&n 70 wan) d8i véi tré em <2 twbi (n = 5), 31 tudn (khodng tir 19 dén B3 tuan) doi v
trd em tir 2 gén <12 tudi (n = 10), va 38 tudn (khodng tir 1 dén 69 tudn) cho bénh nhan
tir 12 dén <18 tudi (n = 4). N&m muweori ba phan tram bénh nhi cd dét bién yéu to digu
hia b thé hodc tw khdng thé da dugc xac dinh.

Nhin chung, két qua hiéu lyc & nhitng b&nh nhi nay nhat quan vdi nhirng gi quan s&t
duge & cac b&nh nhan tham gia vao cac Nghién cou CO08-002A/B va COB-003A/B
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(Bang 11). Khéng cb bénh nhan nhi nao drgc yéu cau loe méu mdi trong qua trinh
digu trj véi Soliris.
Bang 11: Két qua hiéu lirc & bénh nhi dwoc thu tuyén trong nghién ciu C09-

001r
.| 12dan<18
: <2 tudl | 2 aén <12 tudi Téng cing
i tudi
Thong 56 hiéu lyc (N=5) (N = 10) u (N = 19)
(N=4)

Bap (eng TMA hoan toan,
n (%) 2(40) 5 (50) 1(25) B (42)
Bénh nhan cd cdi thién
eGFR 2 15 mLiphut!1,73 2 {40) B (60} 1(25) 9{47)
m?é, n (%) |
54 lugrng tidu cau ve binh
b P Y 4 (80) 10 (100) 3(75) 17 (B3)
::-lﬂ,:irét hoc binh thwéng, n 2 (40) 5 (50) 1125) B (42)
Ty 1& can thidp TMA hang
ngay, rung vi (khodng) |
pwoc KW dUG | 410,2) | <1(007:146) | <1(0.1) | 031(000,238) |

Deng Gibu 11 bhng| 1O 0D, <1} D (D, <1) 0,00 {0,00; 0,08)

| eculizumab |

' 84 lrgng fidu cu vé binh thudng duec dinh rghia la sd legng téu cau it nhat 1a 150,000 X 109 L
trong it nhat hai phép do §an tidp trong khodng thér gian 1t nhat 4 twén

¥ Trong 56 9 bé&nh nhan cb & thén eGFR it nhat 15 mUphot'1,72 m?, mdt bénh nhan duec loc mau
trong swot gial doan nghian clu v mdt bénh nhéin khac duroc ding Solins nhw i3 dy phong sau khi ghép
than

Bénh nhin nguéi lén mac aHUS (Nghién ciru C10-004)

MNghién ctru C10-004 thu tuyén cac bénh nhan co dau hiéu ciia bénh huyét khadi vi mach
(TMA). D& di didu kién tham gia, bénh nhan duoc yéu clu et sd lurerng tiéu cau <gidi
han dwdi cdia mikc binh thuwdng (LLN), bing chirng tan huyét nhur tang LDH huyét thanh
va creatinine huydt thanh trén gidi han trén cla mirc binh thuedng, ma khing cdn los
mau man tinh. Tudi trung vi clia bénh nhan 14 35 (khodng: 18 dén 80 tudi). Tat cd cac
b&nh nhan tham gla vao Nghién cou C10-004 dugc yeu ciu co mirc hoat ddng
ADAMTS13 trén 5%:; khoang gia tri quan sat dugc trong tho nghiém la 28% -116%.
Nam muwoi mét phén tram bénh nhan oo mat dot bign yéu t& didu hoa b the hoac tu
khang thé da dirge xac dinh. Tong cong cd 35 b&nh nhan dugc ding PE/PI trude khi
ding eculizumab. Bang 12 tom tat cac dac didm nén va lign quan dén bénh cla cac
bé&nh nhan tham gia vao Nghién ciru C10-004.
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Bang 12: Cac dac diém nén cida bénh nhan duwec thu tuyén vao Nghién cliu C10-

004
. Nghién ciru C10-004
Thiéng sb (N = 41)

Thivi gian 1 khi chln doan aHUS cho dén khi bat dau R A
ding thudc nghién clru tinh bang thang, trung vj (khodng) | 0.79(0.03 - 311)
Thén gian W khi ed bidu hién TMA Iam sdng cho dén khi
ding lidu nghién ciu dau tién finh bang thang, trung W 0,52 (0,03-19)
{kkhodng)

| S6 lugng liéu cu ban ddu (x 10°L), trung vi (Knodng) 125 (16 - 332
LDH ban dau (UIL), trung vi (khodng) 37s (131 - 3318)

Bénh nhén trong Nghién ciru C10-004 dugre dling Soliris trong tdi thidu 26 tudn. Trong
Nghign ciru C10-004, théri gian trung vi didu tr| bang Solins la khoang 50 tudn (khoang:
13 tuan den 86 tuan).

Chire nang than, duoc do bing eGFR, d3 duge cai thién trong qua trinh diéu Irj bang
Soliris. eGFR trung binh (£ SD) tang tir 17 £ 12 mU/phdt/1,73m* & mirc nén 1&n 47 + 24
mL/phit1, 73m? trong 26 tudn, Hai muwi trong sf 24 hénh nhan can loc mau tai thei
diém bt ddu nghién clru o6 thé ngirng lge mau trong qua trinh didu tri bang Soliris.

Gladm hoat d8ng cla bd thé tan clng va ting s6 lvong tidu clu so vl mic nén dugc
quan sat thay sau khi bat dau ding Soliris. Soliris lam gidm cac déu hidu cla hoat dong
TMA qua trung gian bd thé, duoc thé hién qua sy #@ng luong tidu cau trung binh ti
miFc nén dén 26 tuan, Trong Nghién ciu C10-004, sb lugng tifu cau trung binh (£ SD)
tang tor 119 £ 66 x10%L tai mirc nén I&n 200 + 84 x10%L trang mdt tudn; hidu gua nay
dwoc duy tri qua 26 tuan (sd lvong tidu cdu trung binh (+ SD) & tuan 26 252 + 70
x10%/L). Trong nghién ciru C10-004, dép drng v&i Soliris twong tw & nhikng bénh nhén
co va khéng cb ddt bién d3 dwoc xac dinh trong cac gen ma hoa protein yéu to dieu
hoa bb thé hodc ty khang thé vai yéu té H

Bang 13 tom tat cac két qua hiéu lye clia Nghién ciru C10-004,
Bang 13: Két qua higu lyc cia nghién ciu C10-004

Mghién ciru C10-
Théng s6 hidu luc 004

(N =41)

Bap tng TMA hoan toan, n (%), 23 (56)
25% Cl 40,72
Théni gian trung vi clia 3ap (rng TMA hodn tedn, tudn (khodng) | 42 (8, 75)
i 'l

Bénh nhdn cb cdi thign eCGFR 2 15 mUphat/1 73m2 n (%) | 22 (54)
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Nghién ciru C10-
Théng s higu lyc 004
(N = 41)
Huyet hoc binh thwéng, n (%) 36 (58)
| Thei gian trung vi cla huyét hoc binh thuing tudn (khodng) 46 (10, 75)
| Trang thai khéng co bién cé TMA, n (%) | 37 (90)
| Ty 1& can thiép TMA hang ngay, trung vi (khodng)
Trurgr khi dung eculizumahb 0,63 (0; 1.38)
Dang dieu b bang eculizumab ok )

Tré em va tré vi thanh nién méc aHUS [Nghi&én ctru C10-003)

MNghién ciru C10-003 thu tuyén bénh nhén vai yéu cau cb sé lweng tidu ciu <gidi han
dudi clia mirc binh thudmg (LLN), bing chimg tan huyét nhu tng LDH huyét thanh
trén gidri han trén cia mic binh thirémg, mirc creatining huyét thanh zbach phin vi 97
ddi viri udi khiing co swe can thigt phai loc mau man tinh. Tudi trung vi cia bénh nhan
la 6,5 (khoang: 5 thang d&n 17 tudi). Bénh nhan tham gia vao Nghién ciru C10-002
durore yéu cau oo mikc hoat dang ADAMTS13 trén 5% khodng gia trj quan sat duge
trong thir nghigém la 38% -121%. Nam muroi phan trdm bénh nhan cd dot bign yéu to
digu hoa b thé hodc ty khang thé 43 droc xac dinh. Tdng cdng cd 10 bénh nhan dugc
dang PE !/ Pl trudre khi dung eculizumab, Bang 14 tom tat cac ddc didm nén va lién
quan dén bénh cida cac bénh nhan tham gia vao Nghién ctu C10-003.

Béng 14: Cac dic diém nén cla bénh nhan dwgc thu tuyén vao Nghién clu C10-
003

Céac bénh nhan Tit ca banh
Théng sb 1 thang dén <12 tudi nhan
(N = 18) (N = 22)

Théri gian tle khi chin doan aHUS cho dén |
khi bat dau diing thudc nghién ol tinh bang I 0.51 (0,03 - 58) 0,56 (0,03-181)
thang, trung vi (kboang)

Theri gian itr khi co bigu higén TMA [am sang
cho den khi ding liéu nghsn clru dau tién 023 (0,03 - 4) 0,2 (0,03-4)
tinh béng thang, trung vi (khodng)

56 wong tidu cau ban dau (x 10%L), rung vi 110 (19-1486) 91 (19-148)
{khodng)
LDH ban dau (U/L} trung vi (khodng) 1510 (2B2-T164) 1244 (282-7164)

Bé&nh nhan trong Nghién cieu C10-003 duge ding Solinis trong t5i thigu 26 tuan. Trong
Nghién ciru ©10-003, thei gian tung vi Sigu tr bing Soliris | khodng 44 tudn (khoang:
1 tufin dé&n B8 tudn).

Chire nang than, duoce do bing eGFR, d3 duoe cai thién trong qua trinh diéu tri bang
Soliris. @GFR trung binh (+ SD) tang tir 33 + 30 mLiphat'1, 73m? & mirc nén |én 98 +
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44 mliphit/1,73m” trong 26 tudn. Trong 56 20 bénh nhén ¢ bénh thdn man giai doan
=2 tai thovi diém ban dau, 17 (85%) dat dwoc cai thién bénh than man =1 giai doan.
Trong 56 16 bénh nhan tir 1 thang tudi d&n <12 tudi cd bénh than man giai doan 22 tai
thévi diém ban dau, 14 (88%4) dat dwoc cdi thién bé&nh than man 21 giai doan. 9 trong s
11 bénh nhén cén loc mau tai théi diém bét dau nghién clru cb thé ngleng loc mau trong
qua trinh diéu tri bang Soliris. Cac dap ('ng dwoc quan sat thiy & tat ca cac 30 tudi tir
5 thang dén 17 tudi.

Gidm hoat d8ng cla bé thé tn clng dwoc quan sat thay & tat cd cie bénh nhan sau
khi bat dau dung Soliris. Soliris lam giam cac dau hiéu cla hoat dong TMA qua trung
gian bd thé, dwee thé hién gqua sy tang lueng idu cau trung binh & mie nén dén 26
tuéin. Sé lwong tidu ciu trung binh (+ SD) tang bir BB + 42 x10%L & mic nén 1&n 281 £
123 x109L trong mét tuding hidu qua nay dugc duy irl qua 26 tudn (s lrong téu cau
trung binh (+ SD) & tudn 26: 293 + 106 x10%L). Trong nghién ciru C10-003, dap ung
viri Soliris twong tw nhau & nhirng bénh nhan b va khéng co dat bién d3 duge xac
dinh trong cac gen ma hda protein yéu té didu hoa ba thé hodc fr khang thé vol yéu 1
H.

Bang 15 thm tat cac két qud hiéu lre coa Nghigén cou C10-003,
Bang 15: Két qua higu lye ciia nghién ciru C10-003

Cacbénhnhdn | Titca bénh
Théng s& hiéu lyc 1 thang dén <12 tudi nhan
(N = 18) (N =23)
| Bap g TMA hoan toan, n (%) 11 (61) 14 (64)
?‘15-:}';1 trung vi cta J8p img TMA hoan toa e i
i gian trung vj cda dap imyg oan toan,
| tuan (khoang)' 40(14.77) 37 (14, 77) D
| Cai thién eGFR 2 15 mUpht1.73 m? n (%) 16 [89) 19 (88) ' \E
| Huyt hoe binh thueng hoan toan, n (%) 14(78) 18 (82) r;‘/"*;
Théx gian trung vi cda huyst hoe binh thuwdng S
hoan todn, tuan (khodng) 35{14'_?3 38 (14.77) fﬁ
Trang thal khong cd bién cd TMA, n (%) | 17 [84) 21(95)
Ty |& can thigp TMA hang ngay, frung vi
{khodng)
Trrde khi dung eculizumab 0,2(0: 1,7 0,4 {0: 1,7)
Brang diéu fri bang eculizumab 0 (0: 0.04) 00 0,01)

- Théng qua thod diem ot dir Bdu (ngay 127107201 2).
Eénh nhwoc cor toan than (gMG)

Higéu Irc cha Soliris trong didéu tri gMG 43 duoc thidt 13p trong Nghién clu gMG 1
(NCT01897229), mot thir nghiém da trung tam, ngau nhién, mi d6i, thiét ké nhém song
song, kéo dai 26 tudn, co dbi chirng véi gia duoc, thu tuyén cac bénh nhan dap (ng
cac tiéu chi sau day khi sang loc:
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. Xé&t nghiém huyét thanh dwong tinh véi khang thé khang AChR,

—

Phan loai 1am sang b |l dén IV theo Héi Bénh nhuoc co Hoa Ky (MGFA),
Téng digm MG-Céc hoat dong sinh hoat hang ngay (MG-ADL) 26,

- ol

Biéu tri khéng thanh cdng trong hon 1 ndm hodc hon voi 2 hodc nhigu liéu phap
(v ché mién dich (I1ST) két hop hodc don ti liéu, hodc théat bai It nhat 1 1ST va
yBu cAu loc huydt twong hodc thay huySt tweng man tinh (PE} hedc
immunoglobulin finh mach ([Vig).

Téng cong 62 bénh nhan dwgc chon ngdu nhién dé duge diéu trj bang Soliris va 63
bé&nh nhan duge chon ngdu nhidn d8 nhan gia dwge. Cac diic diém nén la trong tu
git¥a cac nhom didu tr, bao gbm tudi khi dwec chan doan (38 tdi trong m&i nhom), gidi
tinh [66% n& (eculizumab) so v&i B5% nl (gia duoc)], va thol gan mac gMG [2.9
(eculizumab) so v&i 9.2 (gia duwee) nam]. Tren 95% benh nhan trong mdi nhém durgre
diing cdc chit tre ché acelylcholinesterase (AchE) va 88% duoe didu tij bang thude (e
ché midn dich (I5T). Khoang 50% mdi nham da dugc difu b trude do béng It nhdt 3
IST.

Soliris duwoe ding theo phic 48 liu lwong duoc khuyen cao [xem Céch dung, fiu
diing].

Tigu chi chinh vé& higu lwe & Nghién ciru gMG 1 1a so sanh su thay ddi so v&i mlre ban
dAu gitra cac nhdm didu tri dwa vao tong diém caa thang diém Bénh nhwoc co-Cac
hoat déng sinh hoat hang ngay (MG-ADL) tai Tuan 26. MG-ADL la thang diém phan
loai danh gia tac déng dén chirc ndng hang ngdy cla B déu hiéu hodc triéu ching
thwérng bi dnh huédmg & gMG. M3i mue duge danh gia trén thang diém 4 trong g6 diém
0 thé hién chirc ndng binh thuéng va digm 3 thé higén viéc mat kha nang thue hién chire
ndng d6 (tdng didm 0-24), Su khac biét cé y nghia théng ké dd dwoc quan sat thay
trong sy thay ddi trung binh cda tdng didgm MG-ADL (4,2 diém & nhom duoc dieu tr
béng Solinis 20 vdi -2,3 diem & nhom duwoe didu tri bang gia dwgc (p = 0,008)] tir mire
ban dau den Tuan 26.

Mot tiu chi phu quan trong trong Nghién ciu gMG 1 1a sip thay doi so v mire ban dau
trang thng didém Binh lrong Bénh nhuoc co (QMG) tai Tudn 26, OMG [a mét thang
diém phan loai gdm 13 myc danh gia su yéu clia cor. Mai muc duere danh gia trén thang
didm 4 trong dé diém O thé hién khéng co yéu co va didgm 3 thé hién yéu co nghidm
trong (t6ng didém 0-38). S khac biét co ¥ nghia thing ké da duge quan sét thay trong
s,y thay d8i trung binh ciia téng diém QMG [4 8 diém & nhém dugre didu tri bang Solirs
s0 véi -1,6 didm & nhom duroc diéu tri gid duwoc (p = 0,001)] tir mie ban dau dén Tuan
26.

Cac két qua phan tich MG-ADL va QMG tir Nghién ciru gMG 1 duec thé hién trang
Bang 16.
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Bang 16: Phén tich sy thay dbi tir mire ban d4u dén Tudn 26 trong Tong Diém
cia MG-ADL va QMG trong Nghién ciru gMG 1

Soliris- Gia duge- | Thay doi cua Soliris
Tiéu chi higu LSMean LSMean | so voi gia dwee - Gl tr]
I (N = 62) (N = 63} khéc biét LSMean P
(SEM) {SEM) (95% CI)
MG-ADL 42(049) | -2.3{0,48) 1.9 (-3,3, -0,8) (0,006% 0,014%)
OMG -46 (060 | -1.6(0,59) 3.0(-4.6 -1.3) {0,001% 0,005%)

SEM = Sai b chudn cla gid ] trung bink;

Saliris-LSMean = trung binh binh phuong t thigu cho nhom déu irj;

Gid ducre-LSMaan = trung binh binh phigong tdi thidu cho nhidm gid dugc;

Khac bigt L5Mean (LSMean-Differance) (36% C1) = Sy khac bidt trong trung binh binh phwong toi thigu
win kKhodng bin cay 95%;

Gid tri p (kiém tra gid thuydt «& hidu khong oo sy khadc bidt gida hai nhanh diéu tri a: tinh theo trunh binh
binhk phurong thi thidy & Tudn 26 bing cach i dung phan tich d0 do 13p 12k b theo bac & Tuan 26 su
dung phdn tich xép nang kém nhat).

Trong Mghi&n ciru gMG 1, mét dap Ung 1am sang duwrc xac dinh dira vao ting diém
MG-ADL cai thién it nhét 3 didm va téng didm QMG cai thién It nhat 5 diém. Ty & bénh
nhéan dap (rng 1am sang & Tudn 26 ma khong cin ding lidu phap thay thé cao hon cd
v nghia thiing k& dbi vai Soliris so vdi gia dugc cho ca hai phép do. Dol v&i ca hai tiéu
chi va ca & ngudng dap (rng cao hon (céi thién =4, 5.6, 7 hodc 8 diém trén MG-ADL
va 26, 7, 8, 9, hodc 10 diém cdi thién trén QMG), 1y I& b&nh nhan dap tng 1am sang v
Soliris d&u 1&n hon so véi gid duoc. Cac dir iBu sén cé cho thay dap trng 1am sang
thurorng dat dwoe sau 12 tuan dieu tr bang Soliris.

Roi loan pho viém tuy thi than kinh (NMOSD)

Higu lwe clia Soliris trong diéu tri NMOSD d3 dworc thiét [ap trong Nghién ciru NMOSD
1 (NCTD1882345), mét thir nghiém ngdu nhién, ma ddi, cd déi chirng vé&i gid duere thu
tuyén 143 bénh nhan mac NMOSD dweng tinh véi khang thé khang AQP4 va dap ung
cac tidu chi sau day khi sang loc :

1. Tién sl co it nhét 2 I4n tai phat trong 12 thang qua hodic 3 &n tai phat trong 24
thang qua, vci it nhat 1 lan tai phat trong 12 thang trude khi sang loc,

2. Thang diém trang thai khuyét tat m& rfng (EDSS) s 7 (pht hop voi sur hign dign
it nhat viéc di lai han ché cén tro giap),

3. Néu dang digu tri bing li&u phap (rc ché mién dich (IST), trén mat ché 48 lidu dn
dinh,

4. Viéc sir dyng cac coricosteroid déng thévi durgre gidi han & 20 mg mbi ngay hodc
it hom,

5. Bénh nh&n duoc loai trir néu ho d3 dwoc diéu tri bang rituximab hodc
mitoxantrane trong ving 3 thang hoac 1Vlg trong vang 3 tudn trude khi séng loe
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Tong céng cd 98 bénh nhan duwge chon ngéu nhi&n dé droe didu tn bﬁng Soliris va 47
b&nh nhan dwoc chon ngdu nhién dé nhén gia duwgc.

Cac dac diém nhan khau hoc va bénh tat ban dau 12 cén bang gilra céc nhém didu tri.
Trong giai doan didu tr clia thir nghigm, 76% bénh nhan duwoc ding ddng thei IST, bag
gbm corticosteroid man tinh, 24% bénh nhan khéng ding déng thér IST hoae
corticosteraid man tinh trong giai dogn didu tri cda thl nghidm.

Soliris durore diing theo phac d6 lidu lrgng dwge khuyén cao [xem Csch ding, libu
dung].

Tigu chi chinh cia Nghi&n ciru NMOSD 1 |4 theyl gian tinh dén khi tai phat dau tién
duwere xac dinh trong thik nghiém. Théi gian tinh dén khi tai phat dau tign dugre xac dinh
trong thi nghiém kéo dai hon dang ké & bénh nhan dwoc didu tri bang Solids so vii
bénh nhan duce didu tri bang gid duoc (gidm nguy cor trong doi 94%; ty 18 i ro 0,058;
g =0,0001) (Hinh 1}.

Hinh 1: Uérc tinh thél gian séng con theo Kaplan-Meier cho Thai gian tinh dén
khi tai phat diu tién dwge xac djnh trong thie nghidm - Bd phan tich day di

L]

§ "

o | {18 knirg ta) prat & 44 wdn (35% 1]

E‘ G e Q81 [(04ER; 0LTEE) LoD rank g boyp: -=5,0000

_ Eculipumes 0,570,903 0955 Ty 50 nguy cov [B5% CN: D0BR{D,. 017 0,197
ar e ===
d L] Fil i 1] E1] 5 1] I'] [T ] T 18 o] (L) 15 L] LT3 2 F- i ]
4 il i b iy €0 The gdan Erong gea Joan nghién cu [Rean)

G duoe | B M 1 1B &l w L} ] ] 1 1 ] 1
Embzuma M T 51 T - [} ] B il i -+ % = i il ] # 1

L §; Céc bénh nhan khéng gip phai tinh trang 14 phat khi thir nghiém duge kigm duyét vao cudi giai
daan nghién ciu Chiy viét tit Cl = khodng fin céy

Cac bénh nhan duge déu tr béng Soliris, o6 hodic khang cd digu trj dong thdd, co sy cdl thién
turang tu trong thei gian dén 13n t4i phat diu tién duoc xdc dinh trong thiy nghigm. Bénh nhan
dwrac didu tr) bang Saliris gldm tuang dai 95% 1f 18 14l phat hang ndm (ARR) trong thire
nghiém so véi bénh nhin ding gid duge, nhu dugc the hién trong Bang 17,

Bang 17: Ty Ié tai phat bénh hang nam dwge xac dinh trong thir nghiém - Bd
phén tich day du

Bién sé Théng ké ':‘E';:’ ::%“ {ﬁ"fg;}
| Téng 6 1an t4i phat Téng 21 3
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ARR xac dinh duge dieu chinh? Tan suat 0.350 0.6
Ty Ia tn sust B e
Higu qua didu tri? {eculizumab / gia diroe) '
g lrip <0,0001

# Dura trén héi quy Paolsson duce diéu chinh cho cac tang ngéu nhién va ARR lich sir frang 24 thang
trurdec khi 5éng fgc.
ARR = 1§ I2 tai phat hang nam

So vt b&nh nhan duoc didu tri bing gia dwoe, bénh nhan duge diéu tn bang Soliris da
giam ty I& nhap vién hang nam (0,04 dbi veri Soliris so vai 0,31 ddi vai gia duwgc), giam
ty 18 slr dyng corticostercid d& didu tri tai phat cip tinh (0,07 di v&i Solinis so véi 0,42
dbi véri gia duere) va gidm didu trj thay huyét twong (0,02 doi vai Soliris so véi 0,19 d6i

v gia dugre).

QUY CACH BONG GOI:
Hép 1 lo chira 30 ml dung dich dam dac.

PIEU KIEN BAO QUAN:
Bao quan treng 1 lanh (2°C - 8°C).

Khéng déng lanh, Bdo quan lo trong bao bi gde dé tranh anh sang.

Cac lo Soliris frong bac bi gbe chi co thé dwgc lay ra khdi ti lanh trong mdt khodng
thési gian duy nhét lan d6n 3 ngay. Sau giai doan nay, san pham eb thé deoc dit lai
vao tu lanh,

Bé biét dieu kién bac quan sau khi pha lodng thudc, xem Han aung.

HAN DUNG:
30 thang ké tir ngay san xuat.

Sau khi pha lodng, dung dich thudc cdn duwec siF dung ngay. Tuy nhién, 48 6n dinh ve
mét hda hoc va vat ly d3 dugre chimg minh trong 24 gidr & nhiét 46 2°C - B°C.

TIEU CHUAN CHAT LUFO'NG CUA THUOC: TCCS

TEN, BIA CHI CUA CO 50' SAN XUAT BAN THANH PHAM, BONG GOI SO CAP:
Alexion Pharma Intermnational Operations Limited

Monksland Industrial Estate

Monksland, Athlona, N37 DHT9, Ireland.

TEN, B|A CHI CUA CO' SO DONG GOI THU CAP, KIEM TRA CHAT LUFONG VA
XUAT XUONG LO:

Alaxion Pharma Intamational Operations Limitad
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College Business and Technology Park

Blanchardstown Road Morth, Dublin 15, D15 R925, Ireland
CHU SO HIFU GIAY PHEP LL'U HANH SAN PHAM
Cang ty TNHH AstraZeneca Viét Nam

Tang 18 , tha nha A&B, 76 L& Lai, Bén Thanh, Quan 1, Thanh phd HS Chi Minh, Viét
Nam

NGAY XEM XET SUFA POI, CAP NHAT LAI NOQI DUNG HUFONG DAN SUF DUNG
THUGOC
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